The effect of doxorubicin on the transport of pyruvate in rat-heart mitochondria.
The effect of doxorubicin on the transport of pyruvate in rat-heart mitochondria was studied. It was found that the rate of pyruvate transport is inhibited by doxorubicin, half maximal inhibition being obtained at concentration of 125 microM of the drug. The inhibition is not due to a change in the transmembrane delta pH nor does it depend on an interaction of doxorubicin with thyol groups of the pyruvate carrier. Doxorubicin also inhibits the pyruvate dependent oxygen uptake and the specific binding of alpha-cyanocinnamate to mitochondria. It is proposed that doxorubicin affects the pyruvate transport by interacting with cardiolipin molecules surrounding the pyruvate carrier in the mitochondrial membrane.